ABSTRACT
INTRODUCTION
Eosinophilic fasciitis or Shulman's disease is an uncommon connective tissue disease characterized by inflammation, swelling and thickening of the skin and fascia of the limbs and/or trunk, peripheral eosinophilia, hypergammaglobulinaemia and elevated erythrocyte sedimentation rate [1] . Only a few hundred cases have been reported since it was first described by Schulman in 1974 [2] . It can affect people of all ages and of both genders, being more common between the ages of 30 and 60 years old. Although the underlying aetiology is unknown, possible triggers are excessive physical activity, trauma and medication [1] . Associated autoimmune, infectious, oncological and haematological diseases and an aberrant immune response have also been described. We report a case of eosinophilic fasciitis in a patient with no underlying condition.
CASE REPORT
A 23-year-old man was referred to our Internal Medicine Department with fever, general weakness and painful skin indurations distributed asymmetrically over his lower limbs. The patient mentioned a healthy lifestyle with regular sport activities, no alcohol, drug or tobacco abuse and no recent travel history or close animal contact.
Two weeks before the onset of symptoms, he complained of sore throat and fever lasting for approximately 10 days. Subsequently, he noticed a nodule on the lower left limb together with progressive swelling, redness and pain. Laboratory tests showed signs of inflammation (Table 1 ).
An ultrasound of the lower left extremity showed two irregularly delineated hyperechogenic muscular regions located in the left gastrocnemius (44 mm diameter) and left soleus muscle (26 mm diameter). These findings were suggestive of a myositis for which amoxicillin/ clavulanic acid 875 mg TID was empirically started by his general practitioner with only transient clinical improvement. The patient was therefore referred to a peripheral hospital. A new ultrasound of his lower left limb was unchanged. Chest X-ray, echocardiography, fundoscopy and ultrasound of the abdomen were normal. It was decided to switch empirically from oral to intravenous amoxicillin/clavulanic acid (4×1 g/day) and to transfer him to our department.
On the day of admission, the patient was apyretic; blood pressure and heart rate were 107/68 mmHg and 88/min, respectively. Oxygen saturation was normal. Physical examination showed a warm and erythematous left leg with two painful skin indurations: one located medial to the tibial bone and the other at the calf. The skin around the right knee was erythematous and warm, with the presence of a subcutaneous nodule resulting in functional impairment of the knee. The remainder of the physical examination was normal. Laboratory findings showed persistent signs of inflammation (Table 2 ). Empiric treatment with amoxicillin/clavulanic acid was continued.
On Day 3 of admission, the patient's condition worsened: he developed fever (>38.5°C), myalgia, pain in the left forearm and sore throat. The inflammation parameters increased. Serology and humoral immunology tests remained negative. We started a therapeutic window and performed a fluorodeoxyglucose positron emission tomography/computed tomography (FDG PET/CT) scan and a magnetic resonance image (MRI) of the lower limbs, which confirmed the presence of multiple hypermetabolic muscular foci (Fig. 1 ) and a possible bilateral multifocal myositis (Fig. 2) .
However, an electromyogram could not confirm the presence of a bilateral myositis.
On Day 5 of admission and 48h after interruption of the empiric antibiotics, a diagnostic deep skin and muscle biopsy was performed. The biopsy showed an inflammatory infiltrate in the fascia consisting largely of eosinophils (Fig. 3) , compatible with an eosinophilic fasciitis. Aerobic and anaerobic cultures of the muscle samples remained negative.
Over the next days, the patient showed a spontaneous favourable clinical and biochemical evolution. Therefore, no immunosuppressive regimen was prescribed. The patient was discharged on Day 14 after admission. Four weeks later, we performed an MRI of the lower limbs (Fig. 4) , showing a spontaneous resolution of the inflammation. There is no abscedation, bone marrow oedema or periosteal reaction.
After a period of 3 years, the patient has experienced occasional pain in the lower limbs, mainly following physical activities, but without associated fever, skin lesions or inflammatory blood parameters.
DISCUSSION
Eosinophilic fasciitis usually presents with symmetric erythema of the extremities and symmetric subcutaneous indurations, which subsequently evolve into 'peau d'orange' and non-pitting oedema. This is in contrast with the clinical presentation of our patient. Nonspecific systemic symptoms are often present. Eosinophilic fasciitis presenting with Raynaud's phenomenon, CREST syndrome or visceral infiltration is extremely rare and, if present, is more likely to be associated with a systemic scleroderma or another systemic syndrome than with eosinophilic fasciitis. Skin of the face, hands and feet is usually not affected. The groove sign is a common feature that can help distinguish eosinophilic fasciitis from systemic sclerosis, but is non-specific, as it has also been described in other conditions [3] . Although peripheral eosinophilia is the most common laboratory finding in eosinophilic fasciitis, it may not always be present, as was the case in our patient. Eosinophilia is usually mild, making it a poor diagnostic tool and a weak marker of disease activity [1] . However, eosinophilic fasciitis has also been associated with primary eosinophilia [4] .
Other laboratory findings may include polyclonal hypergammaglobulinaemia and increased inflammatory markers. Autoimmune markers such as anti-nuclear antibodies might be positive in low titres [1] and muscle enzymes are not necessarily elevated. In our patient, there was no hypergammaglobulinaemia and the creatine phosphokinases were slightly elevated. MRI plays an important role in the diagnosis of eosinophilic fasciitis and in the follow-up [5] . An FDG-PET scan may provide information about fascial changes and help to exclude an underlying malignancy.
A deep muscle biopsy is, however, the cornerstone for diagnosis. Histologic findings usually include a normal epidermis; subcutaneous infiltration by lymphocytes, eosinophils, plasma cells and histiocytes; and a thickened fascia with sclerosis and inflammatory polymorphic infiltrates with varying numbers of eosinophils. In some cases, an eosinophilic perimyositis or infiltration of the muscle has been observed. The inflammatory infiltrates seen in our patient consisted largely of eosinophils in the fascia, spreading to the adjacent muscle. This valuable histological information combined with the clinical and radiological presentation contributed to the diagnosis of eosinophilic fasciitis.
The main differential diagnoses include infections, neoplasia, systemic diseases, tumour-like lesions, toxic oil syndrome and eosinophiliamyalgia syndrome [6] . In our patient, no underlying disease was diagnosed.
First-line treatment consists of high-dose corticosteroids followed by slow tapering. Relapses may occur, and patients may not respond to glucocorticoids. In these patients, the use of other immunosuppressive agents, including methotrexate, hydroxychloroquine and others, might be necessary. The prognosis is usually favourable, as complete remission is generally achieved, even if prolonged or combined immunosuppressive treatment is necessary [7] . The absence of clinical response should prompt further investigation to rule out an underlying malignancy. R L
